S2 | P a g e Scheme S1. Naming Convention for Molecules in the Asymmetric Unit of Furosemide. As denoted in the main text, we have arbitrarily labelled atomic sites in one of the two furosemide molecules in the asymmetric unit with primes (′). This is the molecule (on right) having a C ring -NH-CH 2 -C furan torsion angle (absolute value) of approximately 80 -85° (across all FURSEM01, FURSEM17, and FURSEM-NEW structures). This is also the furosemide molecule where the oxygen atom of the furan ring is significantly closer to the chlorine of the benzene ring. Additionally, we note that our labels are such that C5-H/C5-H′ have torsion angles (i.e., C ring -NH-C-H, abs. value) with the benzene ring that are significantly more than 90° (approaching 180°), while C5-H*/C5-H*′ have torsion angles (abs. value) with the benzene that are less than 90°. Likewise, before geometry optimisations in FURSEM01 and FURSEM17, the NH 2 */NH 2 *′ have torsion angles (abs. value) with the benzene ring approaching 180°, while NH 2 /NH 2 ′ have torsion angles (abs. value) with the benzene ring nearing 0°. After geometry optimisations for FURSEM01 and FURSEM17, and in all calculations upon FURSEM-NEW, the orientations of the optimised NH 2 group hydrogen atoms are such that this method of distinction is no longer adequate, and in these cases, NH 2 /NH 2 ′ have torsion angles with the furan ring (i.e., C ring -CH 2 -N-H, abs. value) of much less than 90°, while NH 2 */NH 2 *′ have torsion angles with the furan ring (abs. value) of much greater than 90°. S3 | P a g e
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